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This report is the international preliminary examination report, established by this Internationa! Preliminary Examining 
Authority under Article 35 and transmitted to the applicant according to Article 36. 

This REPORT consists of a total of sheets, including this cover sheet. 

This report is also accompanied by ANNEXES, comprising: 

a. □ sent to the applicant and to the international Bureau) a total of sheets, as follows: 

□ sheets of the description, claims and>br drawings which have been amended and are the basis of this report 
andybr sheets containing rectifications authorized by this Authority (see Rule 70.16 and Section 607 of the 
Administrative Instructions). 

□ sheets which supersede earlier sheets, but which this Authority considers contain an amendment that goes 
beyond the disclosure in the international application as filed, as indicated in item 4 of Box No. I and the 
Supplemental Box. 

(sent to the International Bureau only) a total of (indicate type and number of electronic carrier(s)) , containing a 
sequence listing andvbr tables related thereto, in computer readable form only, as indicated in the Supplemental 
Box Relating to Sequence Listing (see Section 802 of the Administrative Instructions). 



b. □ 



4. This report contains indications relating to the following items: 



El Box No. I 

□ Box No. II 

□ Box No. Ill 

□ Box No. IV 
M Box No. V 

□ Box No. VI 

□ Box No. VII 

□ Box No. VIII 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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SS X15h«ES3BSff«Xtt SS? on ,he interna,i ° na ' app " oa,lon ln *• language ln which » ™ s 

□ This report is based on translations from the original language into the following lanquage , 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1 (b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 and/or 55.3) 

25!^ international application, this report is based on (replacement sheets which 

™w ff" fu - rn - lsh f d 2°$ e r * ceivin 9 Office in response to an invitation under Article 1 4 are referred to in this 
report as "originally filed" and are not annexed to this report): 



Description, Pages 
1-64 



as originally filed 



Claims, Numbers 
1-11 

Drawings, Sheets 
1/1 



as originally filed 



as originally filed 



□ 



3. □ 



a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 



The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4 ' 5h IS hl?n°£?Hf b • Gn e ^ tabl ' shed u as if < som ^ of > the amendments annexed to this report and listed below 

b6en cons,dered to 9° be V° nd the disclosure as filed, as indicated in the 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded. » 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Yes: 


Claims 


No: 


Claims 


Yes: 


Claims 


No: 


Claims 


Yes: 


Claims 


No: 


Claims 



4,7 

1-3,5-6,8-11 

1-11 
1-11 



2. Citations and explanations (Rule 70.7): 
see separate sheet 
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D1 WO 03 06 59 92 P-document 
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D3 US 2002 00 99 096 

D4 US 4 636 505 



Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



V.1 Novelty - Art.33(2) POT 

Propionamide derivatives are already known from the prior art documents D1 to D4 and all 
as androgen receptor modulators. 

D1 and D2 describe propionamide derivatives of formulae overlapping with the one of 
formula (I) of the present application (D1 , claims 6 and 8; D2, claims 3-5, 7-1 0, 1 5). Both 
documents disclose more specifically compounds wherein: R1 = C(Alkyl) 3 ; R2 = CN or 
NO a ; R4 = OH, O-Alkyl; R3 = Alkyl or Haloalkyl; X = O or NH and A = substituted phenyl. 

The closest related propionamide derivatives of D3 are in example 2, Gtx-014 to GTx-017 
or claims 12, 14, 16 and 18 wherein R1 is CF 3 instead of being Me for the present 
application. 

The closest related propionamide derivatives of D4 are given in the table on column 9 and 
concern entries 20, 25 and 26 differing from the compounds of formula (I) in that either R1 
is CF 3 instead of being Me or X = S instead of being O. 

Novelty is accordingly not recognized for the subject-matters of claims 1-3, 5-6 and 8-1 1 . 
V.2 Inventive stop - Art.33i3^ PHT 

The claims 1-11 do not appear to fulfill the requirements of Article 33(3) EPC for the 
following reasons: 
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The closest related propionamide derivatives are known from D3 (example 2 Gtx-014 to 
GTx-01 7 or claims 1 2, 1 4, 1 6 and 1 8). It differs structurally in that R1 is -CF 3 instead of 
being -CH 3 for the present application. The present technical problem posed is to provide 
further androgen receptor modulators. The solution proposed are the ones of formula (I) 
The binding AR activity was provided in the present application for compounds 
characterized by R1 = Me or Et, R2 = N0 2) R4 = H and X = O (test 1). Angonist/ 
antagonist activity was investigated on one single compound A of example 3: R1 = Me R2 
= N0 2 , R3 = Me, R4 = H, A = 4-(Me-CO-NH)-3-F-Ph and X = O (test 2). 

2.1 If the structural modification of R1 from a trifluoromethyl to a methyl group could not 
have been anticipated by the man skilled in the art to not affect the pharmaceutical 
property of the compound, then other modifications as provided in claim 1 can not be 
expected without further experimental proof. Accordingly the technical problem has 
not been solved over the entire scope of protection sought. 

In view of the extremely close structural relationship, modification of a methyl to a 
trifluoromethyl group, to D3/D4 compounds it is considered that the man skilled in the 
art would regard the new compounds of this application as being obvious alternatives 
to the known compounds. In this regard D4 discloses the entries 20, 25 and 26 
bearing either a methyl or a trifluoromethyl group as substituent on the phenyl group 
and all possessing the same activity ! Therefore, the problem underlying the present 
application should be seen in the provision of new derivatives having unexpected 
properties over those of the closest prior art compounds (D3/D4). In the absence of 
comparative test results or other appropriate information it is not possible to decide 
whether such a problem has been solved or not. In the case where comparative tests 
are envisaged in order to support an inventive step, these must be carried out 
between the compound A of the present application and the compounds of the 
closest prior art having the maximum structural similarity, i.e. Gtx-017 of D3 and entry 
20, col.9 of D4, such that the effect is shown to have its origins in the distinguishing 
feature of the claimed invention. 

2.3 As discussed above, it is convincingly shown that the compound A does actually 

show the alleged properties. In other words, further definitions as described in claim 1 
cannot be considered as a reasonable generalisation of this example. Every 
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generalisation of the examples, however, would not be allowed under Article 34(2)b) 
PCT. ' 



V.3 Industrial a pplinahiiity 



For the assessment of the presently worded claims 9-1 1 on the question whether their 
subject-matter is industrially applicable, no unified criteria exist in PCT. The patentability 
under national patent laws can also be dependent on the formulation of the claims. The 
EPO, for example, does not recognize the subject-matter of claims to the use of a 
compound in medical treatment as being industrially applicable, but will allow, however, 
claims to a known compound for first medical use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 
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